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m m m 

■yu^l/^i — tfc (PKC) li. BI®lc<J:oT^b$^^:L>a^m^to-tr'J> 
-fVlf-<A|C^M$*LTt^ (B i o c h em J 2 9 1:329-343 (1 99 

vm -r >te&itim -f ^ z^cd -< >i*£ biz & < ^«ttt_^ 

£^;Kb£llT£^l~#lt&-<t#T'£& 0 PKCfDfm h , ^>lil!!(D^nf'f> : >f- 
"Cfc-S (Science 258:607-61 4 (1 992)), PKCT-T Vif^f A, 

'j-trp— ji//*;i/^nxfj^^tt5. pkco>o\ c r7. fc<fctfe§!W>;£1Hb 

tf/3 27^V^A£,mib£-fc!>g> (Am J Physiol 26 5:E783-7 9 
3 (1 993)). ttBaSroWHfttCfc^-C*,. /BI-T-fV-y'-fAroJStt^bW^&tl* (J 
Clin Invest 1 00:1 1 5-1 26 (1 997)). &tz. M'mm ) t»iM 
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T-&£ 27^ VUV A<Dgtt^A^3F*LTL^ (Proc Natl Acad Sci 
USA 89:1 1 059-1 1 063 (1 992) ) 0 y8 2T-< Vlf-fAlidJlll^ 

a«&<WMb^l»ilC»^«Ct^**lTL>* (J Biol Chem 269:23 
230-23235 (1 994) ) , 

>rvif^A(D^bi*NBBsnsM-W'r h*-r>©jfeyefL *x*u/*-^*A2;gi&bfc 

<fctfN a/K-ATP a s eCDRlg^i^jgZ L, «^^^^^^rI^14*<^^ 
JlTl^S (Diabetes 47:85 9 — 8 6 6 (1 998) ) , jS T-fV"tf-f 

^(D^f^ffl^W-T^CiA^^n-Ct^ (Science 272:728-731 
(1 996), J Clin Invest 1 00: 1 1 5-1 26 (1 997)). 

JltemBMtLTtilbtlTl^ (B i o c h em Biophys Res Commun 
1 35: 3 9 7-402 (1 986) ) „ LfrU Z<Dm$t$£X8m<Dit<£ito<Dm&£m 

Tl^-S (J Med Chem 39:2664-2671 ( 1 9 9 6) ) 0 ffc:fc>*K X 

n-r-f tflZitRL P KCfZ^lfeb^LMb^li: LT*Pt,*LTt^ (J Med 

Chem 35:994-1 001 (1 992) ). 
ex>r>K'j;u-7U^sK<i:LTI^ WWPP7-2 1 5 9 7 7#ldTIBHl^-C^^ 
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■£tz. WO 9 7/1 90 6 Tf BH&x£^£ ft &lt^#:?n^ 
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( I ) 



CONH 2 








W LT*,&lWr P 7 l J — )W 

R 1 : -N (R 5 ) R 6 „ -M&g£:ffLTt£llM^7;U*U:^N(R 5 )R«\ OH. 3U*Sfc£ 



A 3 : NR 7 , CO. O. S. «»£*LTfc&lM8ft7;U*U>. Xl*fg£. 

R 2 . R\ R\ R 5 . R'&tfR 7 : P-XfcfcJtfcoT. /\P>fX OH. NH 2 . 

CN. -CHO, -C(=NH)-NH 2 . Wjtt6**LT*AlMB«7Jl^r;i/ % -C (=0)-g&g 

**LT*ALMB«T;u*;k -c(=o)-o-M&*£^LT%&iM^7;Mn>k -so 2 -l 
!Mfc£*LT4,Ai^77U*;k -c(=o)-lM^Lttat^Ta7'J-;k 






«ftat^LttfiL^ft7;i/*UX 
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ik 

;k X^k ^PfcfJk -fV^PtfJk ?^k -fV^Jk sec-^Wk tor t- 

^;k ^>^;k ^vw, JWO^Jk t e r t-^o^k n -*^ji^Jk 
2-y^;u^;k i, 2-v>^;u^nt°;k ^i/Jk -fv^>Jk i-^ju'O 

~3<D%0)tf#£L<. *^k x^;uj&q#(;:#3;Ll\, 
r«TJL^rb>J i:LTI*. X^b>. ^P^UX ^U>^<0^ /W... 

l"v* P7JMh>kl i: LTIi, gtflt&3 - 8(J)v^ D7Jl4J^f*t^. ft|::5ftRtf 
6 ft v<7 PT;i^rJU*^ Ll\> 

fyij-^j tLTI*. ?x=Jk «^ik T>HJ;k ^x^-^h'JJk -f>^-Jk 

r/sxPTU-;uj <tuxi*. ^u;k ^x^jk tfpyjk -rs^vyjk ^7 x / } ))^ 
t^yj^k -fv^T*/'J;k -fv*-9-v"j;k fji?;k tfysi^k tfy$fi?-;k tf 

u;k «^ys?=;k try Keu sv-jk 2, 2. 3 

-vt Kn-f>K'j;k 1* 3-v?t KP-fV-f>KUik 1. 3-^tKP-fV^W-7 
5>-jk 3-^V-rv-f>KUJk 2-^v-i. 2-vt KP^-ygryk 1.1- 
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S£*rLTt&LWrP7'J-;ki . rg^^LTt^iMgjR7;i^rb>j % rg&a 

LTt,&lWrP7'J-U>J . &ZS rm&m&mLX*>BL^mBC7)l*)l,i <D rg&Sj 
iLTI*. COOH, OH. /\Py>Jl^ N0 2 . CN. NH 2 , S0 2 NH 2 . COOHg 

mrjiA-jw coNH-(^m/w. nh-«s«7;u*;u)* N-q6$RT)\*M*+ 
IS7;u*;k -so 2 -M7/i4/u -so 2 nh-(W;i4ji/), -so 2 N-(igj»T;Mr;u) 

z . v^Q7Jl4/k T'J— /k ^fP7'J-ik =0. =CH 2 , im.T)\'*)^-T t )—Jl>. 
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at 37^-;uk. Tu-r>it u>=m ssebl $x>sl **^7& 

*i*L x*>;uMC/I&*<D*ML 7X/<54rMBL ^U^S^^ifWSItTS^K 
*^;UTS>, i$/-;i75>ftt*<Dt«SS, UvX *JUX^ 

£^?P K^^£»J3WNb*£LTI*. Prog. Med. 5:2157-2 161 

(i 9 8 5) i-fs«t^*iTt^s^s qoo^w rmm&owm* mm&f-n 
tf-i 6 3~i 9 8miz.%£mz*ix^&m*mf*4x&o 

cnfiao 

ic^srtf^ticie<bwiigj&»i=B#«jt.-c*5< c^^natft^Ji^jmw^^^fc^o l*> 

St LTI*^J^(i^*U — > (Greene) Rtf^?^ (Wuts) TPrortective Gron>s in 

Organic Synthesis (ft 2 HO J l=EtW>MHfc£*lf £ *«*Tf** Z*l.t,££J£^Wa£ 
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D N 




(III) 



N' 



,R 2 



N ^CONH 2 



X 




(ID 



HN 



N , 

3 (I) 



CONH, 




2 N 
A* II 

R 1/ X N^V* 

R 3 (IV) 



CONK 



xmmtit^VM vxmt^mm^t&m) £*#<s>:s&-efc&o Bangui: lti*. 

;M-*:>. h u ^;u^-p ^ $ i/x;utH— ;u^^r^ ih-k>i/ k u t % /— ju-w ;i~j-*i^ 
*^lft>*i£ 0 ^b-^JfeiCi 0 ^fflL^^I^u 3fc^(lll)£^;iJ5S5^Jg&lMb£«8(0£ 

t 'J -;u h 'J ? u— K 7'J □ >mm<OT U — ;Ub#J£SJ&£i* (i) 

•try >$??;u*-y K^/NP^b^J^ffl^i^^m^m^il^Mpy^k^a^ 

1, 2-^ p px* > % ^ p n*ji,Am<D'\n'f^ikmit7mm. n. n-v* ^u^uat s k 

(DM F) „ v^^;^U7tx**>K (DMSO) . i>*^)\,7-te h75 h\ N-*^>l/fcfP 'J 
K>. T-tzK-h'J^ (MeCN) % i^x^;m(DSJ*:i^5St4^j§^ MiS7bS» 
ilSSETffoCi^-e^ J5J^;atl^b^Hc,fcy5il^-e#^>o ^b^lCcfco-Cfi. 
i£S ($?£L<(£. ^V^Pt°;UX^;UT5>. W-^^U^Ut^UX tf'Ji/X 4-<N.N- 
^^TSy)e»Ji?» (»*L<f*» G&g&fc'J^A. jKBflrf-HJ* 
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Lfc TProtective Grotps in Organic Synthesis (1&2j£) J |CS2I£(D^&) £#t&*§£ 



(3C*0>fB-^l*Ili!fE£lsK$) 
=1— DMF, DMSO, bfUS?> % TK^OSJ^I^^^^s *<b 



W£2 



R 




CONH 2 
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mi 3 



2 N 'V 

H l 3 

(la) 




CONH 2 




CONH 2 



HO 




(lc) 



CONH 2 



*®m*.7 s y &x.i&m&£m?%it&®i (la, ic) <fc y <b£ft (lb) £*#&:5&-efc&o -lb 

5 y <bXI*/ ^ A-Jg^^M^^ffi^^tiftllTK^blz J; y lb^ (lb) &m%> Z £: 
s. tKMS^-T ^><b^ (ic) £ffliv/cf$i* N 5££ y 7K&S£/ \n ^^^(D 

ws^ t m&&. &m?\x*&z>T s Mb-^^^^^^TbSMsiia^tMb^ db) %nz> z 

£*<T-£6„ SJSl*^^L<l«^«U9Mb7K^. x-^;u«JL /\n^>lbgHb7Kf8I. 
D M F % M e C N^<7)^*^7bM*QlS^SrFICfTa C £ £ 0 &j£;ggli<b^!JfC 

^;K*:<b^<DR 3 #7KmiI^^ 



10 



WO 00/76980 



PCT/JPOO/03768 



R 




CONH 2 



O 
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/ A \ m -- r2 a 1 d 2 

D N n X NT 

V 0NH > n ^ conH2 



>3 J. 



R 1 



.a! 



d" >r* d " n 

N A^CONH 2 N 




R 3 hc> R 9 R 3 R 9 



(Ih) (li) 
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D N D N 

1 3 l 3 

R (IX) R (X) 



A 1 R 2 



L d N' 

(VII) / (viio 



d /A "n^ R 

N X^CONH 2 
(XI) 

(VI 1 1) lz*t LMIH^;4 2 <t f^lzto^£J6£fH -<tT'^#^ ^ i: ttTzZZo 
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L 1 




J3 



N' , 



L Y 



(XIII) 



d' b ^n' r 




N , 



CN 



L 1 



N 




CONH, 



(XIV) 



*" N i 




CONH, 



L 1 

N A^CONH 2 



N 




R 4 
(XV) 



N Y' 

(XVI) (XVII) 

mmt&to (xvii) I*. itsm (xiv, xv) iz^lmib^si ^^cd^jot^^z^ 

Fait* (XV) It. t7V>^^S<b^ (XIV) IC*tLT. mTlBSSI^ 8 £|Btt3to;££Xtt 
^7K^ffll^c^(D^i?*;uj5^(cf^rc«!:Xli. 2.2, 6,6-t- H^^^;ut°^ 

&tLtz&. ±UtmnizT$. RbLT*;u/^;w B ^cxiv)^^c<h}!)<-c#-So * 
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J«HJE£^5C£T-#&;i<ha^e£&„ *|BH* (XVI) I*. R°#*>T/0Ht^l (XIII) 
4», >ftSrF7bS£»T(::tT5. 



HN 




N , 



CN 



(XVIII) 



HN 




2 N 
R N Y 



CN 



(IV) 



(XIX) 



HN 



N 




CONH. 



1/ A \ A:';x 

R N Y 



(^*<DIB^IigiIIBI^) 

SIMbdft (iv) (3u it&to (xix) (Di/T^SWEttaatH^JiiTK^mJRiCl-ttL 
ft*wi^-e*4. *KH* (XIX) I*, it&fo (XVI 1 1) lc*tl/OWia»Ssl tWMKDB&B. 
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(tamo 

1. PKCIfiWH» (SPAIZ<fe^PKCStt<OM5e) 
PKCPlgf^fi (J. Bio. Chen, 260:10039-10043. 1985) lz2£Cfe£&fcJ: l) f£g&L7to 
SPA (Scintillation Proximity Assay) Ame 

(*§J& : 2. 5mUn i t PKC i s o z yme s (Calbiochem 
&) . 5 0mM- HEPES (pH7. 5) ,0. 2 5mM EDTA, O. 1 2 5mM D 
TT. 12. 5mM MgCI 2 , O. 5mM EGTA, O. 7 5mM CaCI 2 .0. 2 
5% Triton X-10 0, O. 2/iM ftf>e^fh* (B i o t i p.-E 
RMRPRKRQGSVRRRV, KMHKZ^ljM) . O. 2^«M ATP. O. 

2 M C \ [ r - 33 P] -ATP (1 OmC i/ml, Ame r s h am*±). 50ng/ 
ml 7*;UtK-;H 2, 13-^b-h(WAKOtt), 184jug/ml 7** 
77fi?;W!'J> (WAKOtt) 5 0/i I |C. ti<b^)DMS Ojg^ 1 Ox^fc 
y 2 |i I (DMSO(DfH;llli4%) ^jnLTio C*l$Op tiPlate™ (PACK 
ARD*±) SSt? (20~25°C) T?1 B#fB]S*SL-fe U >U >iWb$ffofc. 

£J&{?jJ:;& (O. Img SPAt-X, 13 6//MATP, 5 0mM HEPES 
(pH7. 5).0. 25mM EDTA, O. 125mM DTT, 12. 5mM MgC 
l 2 . O. 5mM EGTA, O. 75mM CaCI 2 ) ^ 1 9i;USfc<J 1 5 0// l^ftl 

16 



WO 00/76980 PCT/JPOO/03768 
35MffigiOU SPAlf— X£2CR*-frfc. TOP COUNT (PACKARD^) 

£A 





IGbOitdI) 


mm 


ICsdmol) 


17-1 


0.0049 


26-4 


0.018 


17-9 


0.0033 


26-21 


0.0069 


19-11 


0.0073 


26-24 


0.063 


23-1 


0.073 


28 


0.061 



2. PKC02I 

PKCjS 2|E^iagM* (J. Biol. Chan. 268:9122-9129. 1993 Stf Bur. J. Biochaa 
194:89-94. 1990) (^Ctc^lZ.fc y f^Lfco 

1) JS14<bMfc hPKCjS 2^1^^— (DflpfiS 

t hlKfegg PKC)82 iteTIi t b$m c D N A U PC Rj£lC«k «J * 

P cdna3. i fm^? $—\~Bfr&svfco ^to^z—is&xmmmx-J^j 

7-m^75yH2 2-2 8 ££fc£ii:tdSl4<bi>PKC /3 20^ 

^_^^ Lfco TSyM2 2-2 8l*^SSHJ|!tT*&y. PKC^^Wl-r*)®^^ 

■T^o c£>$|i#£*5fc£t»:<5> c: fc-eStefcS! p k c £ £fgsi£-t!:& c £ tfpjfifct 

2) PKC/S2Pfl§ / s S1±<Dj|»J^ 

COS7$ffl)ia^2 4^U-hlCt^U ±!E, s S1±fcMPKC£#ggi><^$-£pAP1 
— luci ferase UTfC— £ — S K(Stratagon e$t) £ f u g e n e 
(Roche Diagnosti c sfct) £ffll^T h^>*:7i^ h Lfc 0 LTl* 
p c D N A 3. 1*?$— £L/*-$— K^K^>X^x<7 h Ltc 0 iHc?-#A3 
^FeTOC^^b^gCDDMSOjt^l ftfcfckJ 1 /i IjfsJjQL (DMSO(Dg$£gJgteO. 
1%) % 2 4«lLfc, #^l=ail!SJ«Bja (2 5mM T r i s-C I (pH7. 8) , 
2mM DTT, 2mM CDT A, 10% glycerol, 1% TritonX — 
10 0) £l OO/i I3&0U HMXLfco lsmXL?iMa5t^2 0^ I ?i=#ftu 
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mat LB950U Berthol d*t) Vm&Ltzo PKC/SjgltlC,*:^ lucif 
e r a s e5S14<D/Lji CS14<bMPKC,5 2 £ h7^7i^ h Lfdjfflfl&D I ucifer 
a s ejSltfrbp cDNA3. 1 ^ h7>X7x^7 KLfc«(D I uc i f e r a s eS14 

&m cfcM) (cstr §«sMb^3(D wj^m^ PKCi82 mmv^m t ufc 0 

^•(D^ **W<b^*5(4PKCi8 2JStt$ft»|=iaSLfe. TIB^BIZ^Bja)^ 

6<jib^(DJsitfi^^-ro 



SB 





IGoCunol) 




ICaCunol) 


17-1 


0.38 


26-5 


0.094 


19-11 


0.1 


27-1 


0.11 


19-18 


0.096 


28 ^ 


0.038 



3. mmm^m&mtm 

t&ffimte , g&&m%imt. (Science, 272:728-731, 1996) lzmCtz?5}&\Z& y StELf:^ 
8jH$j£1£Wi s t a r^y MC'O h/<;Uh:$ — JUfftgfcT. XhU^hVhvV (S i 
gmatt) £60mg/kgT*f*MrtiS#U XhU^hVKv>S 
«Hcfcy. ^b^tt*-B-EMSP-e8aniHB«fi!W*. 4, 6, siiBlc 

2) 

*£^1£ft*&gEQfe§&|^te (Eur. J. Endcrinol. 134:467-473, 1996) IZlflCfc^lCcfc 

1 3iHft£t4Wi s t a r^y h(Z-<> h/ \;b t*^— ;U^T. 7.hU^h x /hv> (S 
i gmatt) ^50mg/k gT'tlM^S-^U ttR#f£$gj£*1*-£. XhU^h'/hvV 

««*Bj:y. ^b^*-H-iaftPT?8iiniB««S!4--r-5. 3gHfci=&f»fflif::& 
if&mmm&m&m&m&m&M'gmm cim-*-?*xi 200. B*ms?i*±) -cais&r 
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jE^H(rPl2) 


^^l$(rf=14) 


(10 itEAg)^#ll(n=11) 


50.2±1.1 


43. 6±0. 6 


46. 3±0. 5 



rnm.&&£ JE^m vs mmmm •. p«o.ooi. mmmm- vs 2o-is#n : p<d.o5 



oi~ioom g m zti^iisife^tMii&iaii^itT^-r^o $&mm*<D$& 

tt«*KlRk Mz-l$m. ?K-m. bKn^>^Ptf;ufe;uP-x, «fcf£ 

^$*l^o mtmt. tmimix. ^^tsmmMwmML misery 

LWCtJax, «WXI***JI*gaacJ;yi/3»» -tf^^Vs tKP^>^Ptf;Wz^ 
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tenELtttztoommmai*. mmmiznmt^mmi mmi %sm. *suy? 

j^-jiz^t;. ^(ommmt^imtjiihmimiz^mitjbmm^mi ®mi mm 
aj<D£5fc*$«j8j. wmi mmi. mmmz^mLx^xt>&i\ 

zv^ummmt. w.\zmi$itftL mmm. msm* mm. nam. &mtm mx 

§&Mitzft*mmtiz&^xffi*mfe£ft&^<Dxittj;i\ ttrntstonmHtet 
****t. i mam$Lmm&&E.wikLtzo ?m\z* 400*1 £jj D *_. mfcmuaxM 

UT#t,Hyc^^T-b h— MJJU 300nl LT. tj 2, 4-^£ P P-6- (3-* 

###J2-1 

^ ^□□-6-(j-y W -ijy) eU5^>-5-*;U7H- h'J;U9.46g^h7tK 
P37^>15Qnl fCjg^U — 65°CT? N, N-^f^Jf U>i? 75 > 15 .Qg ^JQ^ 
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£-2(fCTM B#fimt#LfcSL 7K75Qnl £JjQ;U ^PP/fcfUA 50Onl -CfflttlLfco 7KJl£fS 
ltt?PP7fcfUA 500nl T-ttfcbLfcgL ^^t)«»t^m«7^V 
^ATflHftLfc, Sa^aBEHiLTll&tLfciSa^y^^-^Haaiil TifciSK£$a£LT 4- 
?PP-2- [ (2-i?^^;U75yx^;i/) 7S/] -6- (3-y^uT'xgy) e«jsv>*-* 

##0>]2-1 £ fstfilC LT##fP] 2~2~###J 2-12. 8-25~#%#] 8-28. ###120-1S. 

tf##0>J 20-2 m$.(Dit£Vl}Zmtz 0 

##0I]3-1 

4-? P P-2- [ (2-^/. ^;i/T 5 / JL?)V) 7Sy] -6- (3-^ U «/ ) tf'J s^^- 
s-ajUTtfxMjjuz^^N, N-i?>f/^A7S K5Qni icjgfliu '<>i>;u7vu=j— ;u 

9.54g t 60%7KfSHb:h h'JOA 2.83g £»0;L. 100°CT- 3 ftffiimLtZo fcfc!%&Wl\zm&& 
itT^=E-^J^^2Qn\ 200ml &m&hax.* «f * LfcfS^TK 10ml. 2-^P/^ — 
;H5mU ££|CX— ^;H0ml T*^H£&&LT4^>vjU**v-2- [ (2-y>f;U75/ 

x^;u) 75/] -6- (3-> 5 1 ;u7 r — «j / ) tf'j s v>>-5-a;u/tf =. h «J ;u 3. i3g £l#fco 
##0»J 3-1 £ ffiHSC: LT#^5iJ 3-2~##£ij 3-12 Ifit£CD^^^4#fc 0 
###J 4-1 

4-^7 □ P-2- [ ^v^^7S/l^U) 75/]-6- (3-/- ^JU7-'J / ) tf'J5v>- 

5-*;u-K- h i36h« izm- h;u-r ani Ztia^ i3o°c-e 8 BtPMf&Lfco fiJE;E^3 

^i/'J*y;U*^A^P"7 h^^-<— ; <7PP*;UA : *$J— )\, : T^=E—7 

^=200:10:1) T?HSiU 2- [ ^JUT 5 / X^U) 75/] -4, 6-tfX- (3-*^ 

;UT-'J J ) tf'J = jutf^ h 'J ;u 78mg £4#fc 0 

#it#J4-1 i l?3tf IC LT#»j4-2l5i£CD^^^mCo 
5 

4, p p-2-y ^;ux;u^ 7 — u 5 v^5-*;utK4t-9-ju-t t K 9. 43g £ 2-y ^u- 

2-3fP/V— ;U30QnU * 80ml IZ^SU 2-y^U-2-^> 18ml, «J >&=7KfSt± h M ^A 
5. 07g, S^m^- K 'J ^ A 5. 74g &mz.X7K^TT* 4 ftfUHJH* Lfc D SfESftK 1 &3£*S& 
7Ki2Qni,^pp^uA70Qni £*a*.TM;£-eit#SL #&!f£#7& TK&LtcSL 
T^vOAT?^L7Co i§^^J±T1?S^LT 4,6-v<7PP-2-y^;i/X;U-7T-;i^tf 
•J 5 ^>-5-*;U7n>^ 9. 94g ^#fc 0 
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4b6-5?$Pn-2-*^;UXJI/77— ;U-t°'J 5i/>-5-*.M*>& 7.71g l^ibft-JI' 100ml 

> 100ml IC^LT7K^T. 28%T>^-77K 19ml £}J0;t, ^Sm"C2^fi*Lfco 
£*ETT»«£Lfc8L 7K2CQnl ZtiUXXmi. *SfcLfc«L OfCT'-ia^cSjteJftLT 4.6- 

□ 1° y 5 v>-5-2uu/t?*-9-5 K 6. 70g 

#%#J 6 £ RttlC LT###J 10 IE*<D<bafc£»fco 
##0«7-1 

4.6-v^PP-2->^;UX;U7T-;U-t 0| J ?v>^-*Jl/W5 K 595ne <0 1, 

25ml |Z N. N-V-f VZfC Yi)i,3L^)\,T S > 0. 44nl,3-^P^7-'J > 439mg &f\7L. 16 

iCftU 4-(3-^P : E7nijy)-6-^PP-2-y^;UXJU^T— Jl^-tf'J 5V>5-*il/ 
Tf^-y-S K93Qig£?#fco 

7-1 iridic LT###J 7-2~###] 7-24 18-1 ~#%#] 18-24 lB®(Dltn 

#^IJ8-1 

4-(3-^P ; ET— 'jy)-6-^nn-^^WI/77- ;i/-tf'J S^>-5-^);i/7t?^r-9-S K 465mg 
(Dv> ^UXJUtMtV K»jft 10ml |C7]OfrT-emgS* «J 432^. 31tiBB1b*%7k 0. 71ml £ 
flPjL Hl;&rt* 5B#f 8 1}t^L7io JSJSjI^ICtK 200ml £JjQ;LTMST?ia# U «faJLtc@ 
»tt£St»U ft&LtcgL 60°Ct?-%MlE|£JiL-C ^O-^D^ET-'J^-WW^ 
^7-;U^-t°'J a K>-5-*;UtH^S K 330mg £mtz 0 

###J 8-1 <h^lCLT##^J 8-2~###lJ 8-24. ###J 21-1 £.7j#%#J 21-2 StMXk£ 
#^J9-1 

aa6.6-xh7^5 1 ;ue^'Ji;>Z7ml ©f h7t KP37^>80ml Jt^l^JO^T^^'J 
9.65ml £;TFL 10#Jf#L*=„ £ t>lC-78^T* 30 Ze-^nPt7i?> 
ZOg (Dn- t KP7^> iQnl iS&^iST Lfco MKT 30 SJ^^I" K^-f 

T^X2g£^30#$#L*io ££IZlN^15ml MTFU ;£i££3&ETg£L7i„ H 
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®t>titz?m%im± : ?J±<7nv hV^Z^-^&fe;*:** y— Jt*l:1)-8MSU 3.5- 
S>£ □ P i»-2-i3)l7f^m 1. 2g 

###J9-1 «!:^I^LT##0ij9-2-##^j9-6lEi£<D<b^^#tco 
###]11 

3,5-i?^Pne^i?>-2-*Jl,7t?>K 750mg (7>X$/-;U 1Qnl jgjfclC. *)frT«fift^*=» 
;U 693mg £flna~ 4 miAniteffiKLtc^L SS»£*EETB£Lt::. mz>tltzimt:*s l )l37 
Jl-h^dxOn^^f^ZK — GgfcBifc : ^*l7->/g*8£x^;U=7/3) T^ffiM U 3, 5-S>>7 DPtf 
^V^2-£;U7tf>M XfJUXf^ 826n^ $#tc„ 
12 

3.5-v^PPt°7V>-2-*^^-9-= K 1g IC^-^ri/Jfi4bU> 7.3ml £ vX^UT-U > 
2.3g£Jjn*.. 50PCT'3^JS^L/i:^ ;&g£3&±T®£ Ltc«, 8UtlCi1^X^U£flQ7U 

^btlfcai^^'JA^^T^DT h^^-f — Ggiiijfc : ^^->/MSX^l^9/1) T? 
*SSfU 2->Ty-3,5-^PPe7V>770hg#tco 
###J 13-1 

Z 6-i/£ P P t°^v> 10. 7g CD 1(«M-> $ y —)V 30ml SgfclZS/* p/<>$ y > 5. 68g.' 
319ti^b7Kffc7K 7. 5ml % 10%6SM 20ml ^iJQTLTto I 7 TKfD^ 9. 4g £2)0 TL^ST- 

1 tifffiffitLtzo m^^SJS^Lti^ 7K 300ml £J)0jU X— t-;U 500ml -CttitiUi, .* 

5:1) T-*ISLt5- (3,5-i?^Pnt7^>H;W ^UXXirJU.Og 

##e>j 13-1 1 wmiz Lxmmm 13-2 tm<Dita>®>&mtz 0 

#^>|14-1 

3-^>V-f ;U-2, 6-v£ P p t7V> 502mg lO^UAT 5 K 15mU 50%*ftM 2. 5mU 31«HMb 
7jC^7Kl.5nU 7 Tkfttffc 270mg £Jffl;L, jm^^MS-C 18 B#ftfHft#Lfc. &J£/1^3 

IC7K 300ml ftB8x^;U 300ml "TJttfcii Lt=. fcOT^ISfafcttTlttSftfrU 

(j§ffl^;^-y->:S^X^JU=2:1) -CfSilL PP fc°^i?>- 

2-*;U/H^r-9"H Kl86mg^#fco 

###J 14-1 <J:P*$l::LT##0lJ 14-2~###J 14-9 |SttaMb£4fe$ftfe. 
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##0<J15 

2, P P If ^ i>>-3-* JUtK*-* £ K 570mg CD v£ P P * £ > 6ml It&lZ h 'J ZHittntf 
M 1. 2g ^JP^.tco $ blC^Hzy >VP)Ut l ) K 1g £&JS;SJ£# 3TC£jS*£:^«fc9l:3na. 
tz&. ^jg-ei BSRHJBtfLtco Ef&iE^ttl::* SOOnl P P * $ Ltco 

^^v'J*W*^A>7PVh^37^- (»lil*:'v^9->:BHIX^=4:1) "ClSiS 
U 6-K'J Z?MU* ^;U-3, 5-v^ P P t 0: 5 v>-2-*;U^-9-S K 100mg £#fc„ 
###J 16-1 

3,5-v^Pa-«-t KP^>y^;Ut°^^>-2-*;U^+h5 K 880mg \Z* $ >X)l,fc-)\,<7 
a 'J K950ul «tt°'Ji»15inl £flQ;t. ^ST* 1. 5 B#M»#Lfco >#J££3&±®* Lfc&. 7K 
150ml £*D;U B^X^U 300ml "ettffiLfc. *W£ffiftft^T?i^LfcflL 

-9-S K516mg^#fco 

#%^IJ 16-1 <!: LT##0J 16-2 &tf###J 16-3 IBi£cD1b^^t=o 
##0"J17-1 

6-(1-<7 P PIf;i/)-3, 5-V<7 P P V>-2-*;U7H^r-b- 5h'Z 24g C7)X£ y — JU 70ml t=T 
V=5 1 KP^> 35ml CD^I" 10%/\^v^A;£i±££ 75Che £Jjnx.7]Ott#HlaT 4 fUElCT 
18 B#^lt#Lfco M«^ji5feL5t«$MJE®^LT^t)H7i^$^L. 3.5-v^PP- 
6-X^;bt°^ v>-2-*;U7H4r-9-5 Kl.92g £#7io 

###J 17-1 t LT###] 17-2 &Tfm%m 17-3 lEtfcCDifc^^tco 

##01119 

ElWbny > 7.35g, s-ismicDS^^i^c-ca^FBils^Lfc^ 5- (3-^^UT 
-U/) -3-y ^;ux;i/37T-;u- [1.2.4] h *)TV>-6-±)i>7t- h 'j;u257mg^jjn^.T90°c 

;u*7^P7h^77-r- (^tii^;^PP7n;UA:>^y-;u=75:1) "CIMIU 5- (3- 
y^UT-'jy) -3-^^;UX;U^T— JU- [1.2.4] hUT^>-6-*;U7t?^-9-S K208mg£& 
Ltifc, 
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4-K>v;U3t-*v-2- [ (2-v> =f-)V7 5 / x^ju) 7S/] -&- (3-7 ^JUT-»J / ) fc° 

•jSv>-&-*;U7H-h'j;u 68cmg Jy^j^mvh* 7mt iciSf&u gt&rt'J^ 

700h€ t 31%iM^b7K^*1.anl 60°CT3.5B#F^#L?=o SJ5;1-&^lC7K7Qnl £ 

— (JSaiJ^; ^Pd^UA: 7*7 — Jl, : 7> ; E-77K=400 : 10 : 1) "CfllSU 
4-^>v;U^-^->-2- [ (^fJl/TS^If^) 757] -6- (3-y^;UT— U/) tf'J 

5 i?>-5-*;U/-tf*-*5 K 34Qig ^fco 

H»J 1 t&fflzLX$mm 2~Wm\ 14 1&-1~H»J ia-3 IBSc^b^n^ 

4-<<>v;U75/-2- [ (^WSyifiW 75/] -6- (3-7 ^;U7— 'J y ) t? 
U5y>^*Jl,^5 K 300mg ZWm 30ml I^^U IWfc/^S^A-SStt* 300ng £ 
JlD*.. 7K*SB»T. 4mE-e30B#f B 1«^Lfco ««fc*a*LJSttt*«E«3cLT»&*lfc 
aa^>'J*y;i/*7^07 h^"7-r— (5§aiJ& ; ^7PP7h;UA :>*7— : 7^ 
ciT7K=50:10:1) TfffiSHU 4-7 5/ -2- [ (^WUTS/I^I/) 757] -6- (3- 

y ^;u7- u y ) ey s vi^5-i3)i>#*r-y- 5 k 155^ 

HJfcflJie 

4-7 5 7-2- [ 7 57] -6- (3-7 ^JU7— 'J 7) t? 

•J 5 v>-5-*;U/i-:*-9-5 K 55ns £t? 'J v» 1. 5ml IzSffiRU ^KJ^T^tKS^ 23ul £*0X~ 
Sift-C 2.5 im Sfcive 5CTC1? 15 B«W«#Lfc. JffiH^SfflEB^LTW&tlfcWSS^'J 
*^*5A^n7 K^^-f— GSttJft ; ?ddtM,A : 7*7 — ;u : 7>=ex7*= 

100:10:1) "ClgSiU 2- [7-fe^U- (2-v7^;U75 7 X^;U) 75 y 3 -4-757 
-6- (3->^;U7-'jy) tf'J5-^>-5-*;U7K^5 K50mg^fco 
H»J16 £|^«lzLTgli(50>J23-1 ^7J^U£0!j23-2|5«cCD^!fei^tco 
H»J 17-1 

4-0^>IU7j-^-i>-2- [ (2-v7^;U7 5/X^l0 757] -6- (3-/^;U7-U 7 ) t° 
'J 5 v>-5-*;U?t?^5 K I.Og^-r h^t >-x£ y — (2 : 1) 45ml \Z 

fmU 10%/^i?OA-5SttJft2DQiB *Jm^ 7KmHfflmT. 4B#m»#Lfc 0 
LjS«E^3jEEH*Lr 2- [ (2- is* ^-)V7 5 7 x^;u) 75/] -&- (3-7 ^;U7- 'J 7 ) ~ 
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4-t°U 5 K>-5-±i;U7f;^S K690mg £«#tr 0 

ms.m 17-1 tmrnzisX^mm i7-2~n»j 17-9. mmm 20-1 ~n»j 20-3. m&®\35-i 
Rxmm 35-2 iHiE<D^^fei^tc 0 
m&m 19-1 

4-(3-^P^T— l jy)-2-^^X;U^T-;U-6-t° , J 5 K:^5-2>;U7t^-9-£ K 301mg l~ N.N- 
VJ* ^)V7 = y X^JUT 5 > 0. 93ml £JjDa.. 90°CT* 4 SHUHtl* Ltc c £J£St}fc£;§J6 LT 
^t>*lfc?££lcT-te h- h «J;U 2ml ^n^T^;aT*}t^LT*fai L7i@}M£i&BlLT-ti h 
-hU;UT^;tLT^a 285mg $#fc 0 Cfl^^-JU 24ml, tK 6mL 1, 
■f-> 10ml <D;l-&j§JgfrbS$SIILT e-O-^PtT-U/J-HC-^f JU75^lf;W7 
5y]-4-t°U 5 K>*-*JM&t^S K 180mg £#fco 

19-1 twmz.^x'mm -\$-2~mmm 19-29. h»j 25-1 25-4. njg^j 26- 

1 ~5U£0IJ 26-25. H»J 38 &7JHJfc#J 39 IStStfMb^tl^fco 
SU&0IJ21-1 

[2- [5-*;u/<=E-f;u-6- (3-pt^;uT— -4-t°'J S K>M^75/] X^H * 
^;kfc;uKs >^ t-^u^f^ 900mg £y £y — ;u ioomi izsgfgu 4N i^brKil-St 
»x5^»Sfc Stai ^ttl^Tco ;1^^mS-e30^«HfLfc^ 5S!«*«EEB*U %$>*i 
fc^lcx^y— ;uiooml fcJna.Ti. Hl^iSaE^MafiK&L, ^t,^7t^lZ7K50ml 
ffiaiL7i$&fl£$£*£LT 2- [ (Wf;i,75^if;i/) -6- (3-y^;uTxy/) - 

4-fcf»J = K>-6-* Jl^fr*-* S K 40mg £*#7t 0 

mfe#>j 21-1 1 mmz lthjs^j 21-2 iei£(Dib^^^- 0 

2- [ (Wf;i/75/if;i/) 75y]-6- (3-^;ut— uy) -4-t°u 5 K^-5-*;U7t? 

5 K 467mg £ Nl N-i?^t ^;t,7fc;UA7 5 K— £ PPtR/UA (1:1) 30m I f 3g|g U 

3-7i^JI/^P e^-^TJU-xt K 200mg £ h 'J T-fe h^F->*3Wb*^3lW- K 'J 84Cmg $ 

JD^ffl-ci^nWH^Lfc. 8ft£ffiB£LTft&h.fe£HEl=* 100ml £*ja;tB1&x^;u 

150ml, ^t^^PP^UA-^^y— ;U (10: 1) 100ml LT^ffiM&atr&tzo tttt 

*y;i/*^A^p^7 h^77-r- GSBJifc ; ^aa^A : — ;u : 7>=E-7*= 

200:10:1) tlliU 2- [2- O^U- (3-7iz;^P^W 75^] X^75^3 - 
6- (3-^f;U7-'jy) -4-tf'J 5 K^5-*;U^-9-H K438mg£|#7i„ 
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mm\ 22r\ t mmz ^xmmm 22-2~mmm 22-7 tmoitsvn&ntz* 

HfiS^J 24 

2- [ (2->fJl/7Syxf^) 75/] -6- (3-/^JU7— U /) -4-t°'JSK>-5 

;ut 5 / 3fp t°;u) Ijjv^M 5 120^ 1 - 1 Kp^/K>*; h »J T v/-;u 85mg, 

U^A 100m g(DS^ICv/^Ufc;i,A75 K 6ml £fiD*_M^T' 18 RHHHl&Lfc. 
^^3^ES^LT#btLfcSbTllC7K 30ml &jn%. % mihLtz^^ 5ml -C2fe?WL IS* 
LT2- [ [2- (v/^JU75/7^;i,/^;U75/) X^;U] 7S/] -6- (3-^ 
jUT-'jy) -4-t°'J 5 K>-5-^;U7t-;^-9-= K 15Crog £*#t:io 
H»J27-1 

3— 7S/-5- [ (2-i?>f/l/7S/Xf;W 75/] -6-/^;Ut 0; 5v>-2-*^ 
K 420m* ^no^^> 20ml CCJS»U h 'J ^xZLjUt*XA^> 1.15g 

(II) XOv&tDTU 50PCT?3.5^F B Ht^L7to J5)E;1^5l^* P P > * > 

20ml *JD?L. ^»«B*-b^-f K*ffl^xai3cLfc. J^£^WSLT»S*S' , jaW* 
^A^PT h^7-r— C§Wj£ ; ?PP*;UA : /£/— : 7>^-7tK=200 : 10 : 
1) t^L, 5- [ (2-v/^IU7 5/XTJU) 75/] -6-/^Jl/-3-:7xX;U75/ 
t°^v>-2-^;U^+>-£ Kl00mg^#tco 

n«j 27-1 1 mmz Lxmmm 27-2 MoMb^^tco 
mmrnn 

5- [ (2-v^f;U75/Xf^) 75/] -3- (3-/ =f-)V7—') / )-tf^ V>-2-±i;U 
^"9-5 K 200mg£^PP7KK/A2ml (3§fl?U HDO^^S K 101mg ^JJOtL 

•e 6 B#F^^L7to m>m%L. immmmi- h * A^im f&fo&JtTK. 

C§iiJ}$; <7PP7tx;bA: /$/— ^U^^^E— 77K=500 : 10 : 1) T?IS$8 
U fr-^PP-5- C (2-i/>W5/XfJl/) 75/] -3-(3-/^;i/7xiJ /)-t?^ 
>-2-*;b7fC^5 K2Cn€^#fc 0 
Hi£0>J29 

5- [ (2-y/f;i/75/Xf;U) 7 5/] -3-(3->^U7— »J /)-tf^ v>-2-*;U 
^•9-5 K 200mg P P / $ > 6ml £7-fe hx HJJU 3ml ICSWSU 7]0$T*-te/ 

:7;M"U K4l0m*£fln**:&. M;ST*18^}t^Lfc„ £J&*§7&. 7K£2JQ*JtMx^UT* 
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XmkZis 'J ± ¥)I,13 ^P?h^77-f- OmtL ; * P □ TfcjuA : / * / -;U : T > 
^-77K=200:10:1) "CffiSU 6-?;U*P-5- [ (2-^^1,75^X^1,) 75/] 
-3- (3-/ ^U7- 'J y )-t7 i?>-2-*;U7|?W 5 Kl7ng £#fc. 

n»j3o 

5- [ (2-i?>^75/If;U) 75/] -6-tKP^f;M- (3-/^;UT- 
U/) t7V>-2-*J^5 K<7> 223^ <D*nn*fl,A lOOnl ^mz~Mif7>^> 

2.3 g ^dk. % is mmmLtu ^wums&u 8ax*ME«£L-cft& 

waat^y*^* wot ^57^- csai«; ^ap^A: >*/-;u= 

20:1) T?«»L 5- [ (2-^^1,75/X^U) 757] -6-*;i,£jl,-3- (3-/7- 

;U7-U/) t^v>-2-*;u^-y-5 Kl8l«e^f- 0 

HMJ31 

5- C (2-i>/^;U75/X^;u) 75/] -6-*;U5JU-3- (3-^;U7xijy) t ° 
^v>-2-*;utK+17-5 K55ig(Dx^y-;u5mi wm^^)^*^?* j l^x^u 

iflXTK 15ml fcjn*. »ttLfclW*aiBlU£J»Lfc. Sry-^SW t-x 

h^t KP^>5nl fcjgfcU 10^^^AS14mi5n«^D^7K^#fflmT-C*20B#ra}S 

74- tm&m ; *PP*;UA: /*/-;U=30: 1) -C«»L 3- [6-*;U/*E-f jb-3- 
[ (2-v/^;l,75/X^,U) 75/] -5- (3-> W -«J/) «$»-2— f*] 
^P t°^->^X5 L ;U24n B £|#7i 0 
H»J32-1 

3- [6-*JU*E-Ob-3- [ (2-^W5/X^) 75/] -5- (3-/^;U7X 
•J/) tf^V>-2— <;U] 3?Pe*>I£x^U62^(D/$y-;U3ml ifK7th'P77 
> 3nl (DS»(= 2N ftftfcj- h 'J *A 6ml £Jn*. % ttt- 1 IftMttLfc. 1N 

p-7 K^^y- Gfttttift ; 7K : /*/-;u=i : i) x-ttUL 3- [6-7b;u^-f;u-3- 
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6. 80-6. 87 (2H. rri). 7. 17(1H, t, J=7. 8Hz), 7.34(1H.d. 
J=7.8Hz). 7.43(1H.s). 9. 10(1H. brs). 10.28(1H,br 
s). 12 81(1H.s) I 


17-4 


3-Me 


Me 

Me 


M:260-265. ND <5 :Z 18(6U s). Z29(3Ks). 2.40- 
Z50(2H.itO. 3.10(3Ks). 3. 50-3. 60(2H.nO. 6.85(1 
Kd. J=7.3Hz). 7.00-7.10(1H.nO, 7. 17 (IK t. J=7.3H 
z). 7.30-7.42(2KnO. 9. 20-9. 50(1H.nO. 12.83 (1H. 
s) J 


17-5 


3-Me 


Me 

Me' N V- N H 
Me 


F:345. ND <5 :0. 90(3H. d. J=6. 9Hz). Z18(6H,s). Z2 
9(3H,s). Z75-Z80(1H.in>. 3. 15-3. 20(1Rni>, 3.30- 
3.40(1H.nO. 6.86(1Kd. J=7.3Hz). 7. 05(1H.d. **=4.4H 
z). 7.18(1Kt.J=7.8Hz). 7.35(1H.d.J=4.8H2). 7.51 
(1H,s). 9.16(1H.s). 10.49(1H.s), 12 90(1H.s) 


17-6 


3-Me 


Et 


F:371. ND <5 :0. 90-1. 30(3H, m). 1. 5O-Z00(4H,in>, 
ZOO-2. 40(5H,m). Z 50-3. 50(5H.ni>, 6.75-6. 90(2K 
ni). 7.05(1H,s), 7.18(1H.t. J=7.9H2). 7.38-7.50(2 
Km). 9.16(1Ks). 10.53(1H,s). 1Z90(1Ks) 
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a 9 («&) 



17-7 


3-Me 




F:329. ND 6 :1.65-1.75(1H.nO. Z00-Z 15(1H.nv). I 
Z29(3H.s), Z80-3.15(4Hm). 4.27(1H.nO. 6.84(1 
H,d t ^7.3Hz). 6.98(1H,d,J=4.9Hz). 7.18(iat, J=7. 
8Hz), 7.3O-7.55(3H.n0, 7.99(1H,s). 9.35(1H,d.J= 
4.9Hz), 1Z86(1H.s) I 


17-8 


3-Me 


rr NH 

N ^Me 
Me 


F:385, H) <5:1.05-1.25(4Hni), 1.60-1. 80 (3am). 
2.16(6Rs). Z30-2 50(5am), 3. 50-3.60(1H,nO. 6. 
79(1H,s), 6.86(1H,d.J=7.8Hz), 7.05(1H.d, J=4.9H 
z), 7.18(1H,t.J=7.8Hz), 7.36(1H.d, J=7.8Hz), 7.45 
(1H.s), 9.17(1H.d,J^.4Hz). 10.51(ias). 12.93(1 
Hs) 


17-9 


3-Me 


rr NH 

me 


F:371, ND 6 :1. 50-1.80(5am). Z00-Z 60(10am). 
4.0(M.50(2H,m). 6.68(1H,s), 6.85(iad. J=7.8Hz), 
7.00(1H.s), 7.16(1H,t.J=7.8Hz), 7.30-7.40(m 
m), 7. 45 (ms), 9.14(1Ks). 10. 37 (1H, brs) , 12.78 
(1Ks) 


18-1 


3-Me 


Me 

Boc" Nv - / ^NH 


F:417, ND 6 : 1.60-1. 90 (9H. m), Z29(3H.s). 2.73 
(3H,s), 3. 30-3. 50 (4a m>, 6.7O-7.00(2Hm). 7.06(1 
Kd.J=4.4Hz), 7.19(iad.J=7.8Hz). 7. 30-7. 50 (2H. 
nO, 9.17(1H.d,J=4.4Hz). 10.63(1Ks), 12.89(1H,s) 


18-2 


3-Me 


Boc 


F:493, NC 6 : 1.20-1. 50 (9H.br). Z26(3H.s). Z66- 
275(2H.ni). Z77(3H.s). 3. 25-3.45(2H,nfl. 5.60-5. 
70(1H,m). 6.93(1H,t. J=7.9Hz). 7. 10-7. 55 (6a m) , 
9. 20-9. 38 (1H.br), 1Z53(ias) J 


18-3 


3-Me 


Me 

Me' N V^NH 
0 


F:345. ND 6 :2 29(6H. s), Z86@as). Z98@as). 
4.21(2ad,J=4.4Hz), 6.86(iad.^=7.3Hz). 7.05-7. 
354am). 7.52(ias). 9. 16(iad. J=4.4Hz). 10.76(1 
H.s). 1Z92(ias) J 


19-1 


3-Br 


Me 

ITIw 111 1 


M:272-274. ND 6 :Z 19(6H,s).Z46(2H.t. J=5.8Hz). 
3. 41 (2a d, ^=5. 1Hz) , 6. 95 da brs) . 7. 14-7. 40(4a m) 
8. 11 (ia brs) . 9. 16 (1a brs) . 10. 59 (1a br) . 13. 12(ia 
s) J 


19-2 


H 


Me 

Me' Nv -^NH 


F:317. ND 6 :Z18(6as).Z42-Z44(2am),3.39(2a 
d. J=5. 1Hz) . 6. 86 (m brs) . 7. 02-7. 06 (2a m) , 7. 30 (2a 
t. J=8. 1Hz) . 7. 60 (2a d. J=8. 1Hz) . 9. 17 (1a brs) . 10. 54 
(iabrs),1Z97(1H.s) J 


19-3 


3-N0 2 


Me 

Me'^ v — ^NH 


F:36Z M:288-290 


19-4 


3-CF 3 


Me 


F:385. M:285-287 
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m 9 (|ft#) 



19-5 


3- I 


Me 

Me' N ^^NH 


F:443, M-.260-262 


19-6 


3-MeO 


Me 


F:347, M:234-236 


19-7 


4-Br 


Me 


F:396. ND 8 :2 18(6H, s).2.43(2H. t. J=5.8Hz). 
3. 39C2H, d. 1Hz) , 6. 93 (1H. brs) . 7. 120H d, J= 
3. 7Hz) , 7. 45-7. 47 (2R m) . 7. 57-7. 59 (2H. nO . 9. 17 
(1H, brs) , 10. 64(1H br) . 13. 05(1K s) 


19-6 


4-tBu 


Me 

Me' N ^^NH 


F:373. M:282-284 


19-9 


4-nBuO 


Me 

Me Nv ~^NH 


F 389 M 235-237 

■ • WWW f 111 • m 1 


19-10 


3, 5-Me 


Me 

Me' N ^^NH 


F:345. ND 8 :2. 18(6H.s).2.24(6H s).2 44(2H. 
x, u~o. ynzj f 0. vZn» o, cF-o. i nzy P o. Do \\ n, ursy , 
6. 87 (1H, brs) , 7. 05 (1 H. d, J=3. 7Hz) . 7. 25 (2H, br 
s) . 9. 18 (1 H. brs) . 10. 51 (1 H. br) . 12. 87 (1H. s) 


19-11 


3, 5-Br 


Me 

Me' Nv ~^NH 


F:475, M:283-285 


19-12 


3, 5-MeO 


Me 

Me' Nv ^^NH 


F:377, M:275-277 


19-13 


3, 4-CI 


Me 

Me' Nv ^"NH 


F:386, M:286-288 


19-14 


3- CI, 

4- CF 3 S 


Me 


F-4R1 M ■ OQFy-OKI 
r.tOI, m.£SXj to 1 


19-15 


3- Br, 

4- Me 


Me 

Me' N ^^NH 


F:410. ND <5 :2. 19(6H s), 2. 30(3H, s).2.45(2H, 
d, J=5. 9Hz) , 3. 40 (2H, brs) , 6. 93 (1 H, brs) , 7. 13(1 
H, brs) . 7. 25-7. 30 (2H, m> . 8. 12(1H, brs) . 9. 15(1K 
brs) , 10. 56 (1K br) , 13. 01 (1H. s) 


19-16 


3- Br, 

4- CF 3 0 


Me 

Me' Nv ~^NH 


F:480, ND 8 :2. 18C6H. s), 2. 46 (2H. brs). 3. 42 (2 
Hbrs).7.02(1H brs) 7. 21 (1Kbrs). 7.55(1Km). 
7. 52(1H, brs) . 8. 31 (1H, brs) , 9. 16 (1H. brs) . 10. 66 
(1Kbr),13.23(1Ks) 


19-17 


3-MeO, 
4-CI 


Me 

Me' N ^^NH 


F:381, M:250-252 
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S9 0Jt#) 



19-18 



3, 4, 5-CI 



Me 



Me 



NH 



F:420, ND <S:2.19(6H,s).3.40(2H,brs),7.04(1 
H. brs) , 7. 26 (1H, brs) , 7. 95 (2H. s) , 9. 13 (1H. brs) , 
10. 67 (1H, br) , 13. 29 (1H. s) ____ 



19-19 



3, 5-Br, 
4-MeO 



Me 



Me 



S NH 



F:505, ND 6 :2.19(6H,s).2.46-2.47(2H.m).3.40 
(2H, brs) , 3. 77 (3H, s) , 7. 04 (1H, brs) , 7. 19 (1H. br 
s) , 7. 93 (2H. s) , 9. 14(1H. brs) , 10. 50(1H, br) . 13. 0 
9(1Hs) 



19-20 



3, 5-Br, 
4-Me 



Me 



Me 



"NH 



F:489. ND 6 :2. 19(6H. s), 2.45GH, s).3.41 (2H. 
d, J=4. 4Hz) . 6. 98 (1H. brs) . 7. 21 (1H, brs) ,7.94(2 1 
H, s) , 9. 13(1H, brs) , 10. 61 (1H. br) , 13. 11 (1H, s) 



19-21 



3-Me 



Et 



Et 
-N^ 



"NH 



F:359, M:219-221 



19-22 



19-23 



3-Me 



3-Me 



Me- 



N 

Me 



"NH 



F:345 , M:215-217 



"NH 



F:357 , M:227-229 



19-24 



3-Me 



Me 



F:385. M:276-277 



19-25 



3-Me 



Me 

Me'lX NH 



F:403. M:273-275(dec) 



19-26 



3-Me 



Me 

Me' N V^NH 
Ph 



F:407. M:277-279 



19-27 



3-Me 



Me 
BnO 



Me 
N 




NH 



F:451. ND 6 :2.24(3H,s). Z29(6H.s), Z80-! 
2.90(1H,nO. 3.44-3.50(1H.nO. 3. 50-3. 64 (2H, 
nO. 4.47(2H,s), 6.75-6.85(2H.ni). 7.05-7.15(2 
H.ni), 7.25-7.40(6H.iiO. 7.47(1H,s), 9.16(1H, 
d,J=3.6Hz), 10.54(1H,s), 1Z92(1H,s) 



19-28 



3-Me 



Me 

Me'f>ONH 
BnN — ' 



F:476, M:245-247 
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(J£#) 



19-29 


3-Me 


Me 
Et 


F: 359, N) d : 0.88(3H.t. J=7.3Hz). 1.05-1.23 
(1H.nO, 1.50-1.60(1H,m), Z22(6H,s). 2.28(3 
H,s), Z46-Z50(1H,nO. 3.05-3. 18(1 H.ni>. 3.50 
-3.64(1Km>. 6.86(1H.d.J=7.3Hz). 7.02-7.08(1 
H.nO. 7.16(1H,t,J=7.8Hz). 7. 37(1H.d. J=7.9H 
z). 7.49(1Ks). 9.16(1H.s). 10.51(1H.s). 12. 
92(1H.s) J 


20-1 


3-Me 


Me 

Me' N y~*NH 
HO 


F:361. ND S:Z29(6Rs). Z30(3H,s). Z58-Z 
66(1H,m). 3.20-4 50(5H.ni). 6.76-6.90(2H.m). 
7.04(1H.s). 7.17(1H.t, J=7.8Hz). 7.38(1H,d.J= 
6.8Hz). 7.50(1H,s), 9.16(1H,s). 10.54(ias). 
1Z92(1H.s) 


20-2 


3-Me 


Me 

N— ' 
H 


M:240-242, ND 6 :1. 32-1. 50(1H.m). 1.72-1.90 
(1Km). 2.21(6H.s). Z29(3H,s), Z56-Z66(1 
\im), Z7O-Z90(3H.m). 3.00-3.60(4H,in), 6.85 
(1Hd,J=7.8Hz). 7.04(1H,s), 7. 18(1H.t. J=7.8H 
z), 7.34(1H.d.J=7.8Hz). 7.53(1H,s). 9.20(1H. 
s), 1Z90(1H,s). 


20-3 


3-Me 




F:329. ND S :1. 65-1. 75(1H.nO, Z00-Z15(1H. 
nO. Z29(3H.s). Z 80-3. 10(4H.nO. 4.27(1H.s). 
6.83(1Rd, J=7.3Hz), 6.98(1H.d,i*=4.9Hz). 7.1 
8(1H,t, J=7.8Hz). 7.30-7.6O(3H,m). 7.99(1H. 
s). 9.35(1H,d.J=5.9Hz), 1Z86(1H,s) j 


21-1 


3-Me 


H 

Me' N ^^NH 

nw 1 


F:317. MO <5 :Z 30(3H, s) , Z 52(3H, d. J=1.9Hz). 

3.11(2H.t,J=5.9Hz). 3.59(2H.q.J=5.3Hz). 6.8 
7(1H.d. J=7.3Hz). 7.11<Rd.J=4.4Hz), 7.12-7.2 
6(2H,m). 7. 32-7.40(2H,m), 8. 69 (2H. brs) , 9.18 

(1H.d,J=4.4Hz). 11. 01 (1H brs). 1Z91(1H.s) 


21-2 


3-Me 


Me. N xjCl NH 
H 


F:393. M:167-168 


22-1 


3-Me 


Me 


F:435. ND d : 1.60-1. 75 (2H.m). Z19(3H.s). 
Z28(3Hs). Z30-Z36(2H.ni). Z48-Z52(2H, 
nO. Z56(2Ht.J=8.3Hz), 3. 35-3. 45 (2R nil. 
6. 75 (1K brs), 6.85(1H,d. J=7.8Hz). 7.02-7.10 
(1H.ni). 7.12-7.28(6H,m). 7.41(2H,s). 9.17 
(1H.s). 10. 67 (1H, brs). 1Z92(1Ks) 


22-2 


3-Me 




F:407. M:123-124 
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*9 m& 



22-3 


3-Me' 


OC^Me 
Me 


F:385. M:259-261 


22-4 


3-Me 


CC^-Me 
Me 


F:371, M: 257-259 


22-5 


3-Me 


Me 

Me 


F:388, ND 6 :Z 11 (6H,s), Z20(3H,s). Z29(3 
H, s), 2.30-Z35(2H,m), Z 40-Z 60(2H.in), 3.20 
-3.50(2KitO. 6.81 (1H.s). 6.85(1H.d.^7.8Hz). 
7.05(1H.s). 7.18(1H.t,J=7.8Hz), 7.35-7.45(2 
H.ni) 9 17(1H.s) 1Z91(1H.s) 


22-6 


3-Me 


Me^^^0^^ NH 
Me 


F-.375. ND <5:Z13(6Rs). Z29(3H.s), 2.39(2 
Kt,J=5.9Hz), 3.45-3.56(4H.m), 6. 85-6. 90 (2H, 
nO, 7.07(1H,d,J=4.4Hz), 7. 18(1H.t, J=7.8Hz). 
7. 30-7. 50 (2H. in) . 9. 16(1H,d. J=3.9Hz). 10.45(1 
Kbrs), 1Z90(1H.s) 1 


22-7 


3-Me 


MeN^^NH 


F-**43 un A 'l 7ft(1H ml 9 90-9 30f5K 1 

nO. Z50-Z55(2H.m). Z60-Z 70(1H.m). 4.20- 
4.30(1H,ni). 6.86(1H.d.J=7.3Hz), 7.00-7.10(2 
H,m). 7.19(1H,t. J=7.9Hz), 7.28-7.35(1H.m). 
7. 49(1H. s) , 9. 16 (1H, s) , 10. 21 (1H. s) . 12. 90(1 


23-1 


3-Me 


Ac 


F:359. ND 6 : 1.85-1. 95 (3H.nO. Z29(3H.s), 2. 
70-Z90(3H,in), 3.40-3.50(4H,n\>. 6.80-6.90(2 
H.ni). 7.00-7.10(1H.in), 7.16-7.24(1H.m). 7.32 
-7.44(2H.nO. 9. 10-9. 22(1 Km), 10.50-11.00(1 
H m) 1Z 80-13 00(1 Km) 


23-2 


3-Me 


Me 

Me ;s' Nv ^NH 

0 0 


F:393. ND (5:2.29(3H.s), Z74(3H.s), 286(3 
H.s). 3.20-3.30(2H.m>. 3. 40-3. 55 (2H. m) . 6.80 
-6.90(2Kni) t 7.07(1H.d. J=4.4Hz). 7.20(1H,t.J 
=7.8Hz), 7.35(1H,s). 7.40(1H.d.^=7.8Hz). 9.1 
7(1H.d.^=4.4Hz). 10.73(1Ks). 12 90(1Ks) j 


24 


3-Me 


Me 
Me-S 

Me' N> ~^NH 


F:40Z ND «5 :2.00-Z 20(6H.m). Z29(3H.s). Z 
65-3.00(5H.irO. 3.40-3.60(4H,n\), 6.80-7.20(3 
H.nO. 7.19(1H.t. J=7.7Hz). 7. 30-7.44(2H.m). 
7.32-7.44(2Hin). 9. 18(1H,d. J=4.3Hz). 10.63(1 
H,s). 1Z85-1Z95(1H,ni> 
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EX 


ArNH 


Data 


EX 


ArNH 


Data 


25-1 




F:323 
M:279-281 


25-3 




F:361 

M : 246-248 


25-2 


ax 


F:357 
M:272-274 






F:405 

M: 290-292 



A 1 R 2 
D N 

CONH 2 



m.i 1 



Ex 


r 3 


_/ A ^ / R2 
D n 


R 4 


Data 


26-1 


Me 

Me' N ^^NH 


TolNH 


H 


F:315, ND <5 :Z 19(6H. s). Z29 (3H.s). 

Z47 (2H, t. J = 6. 3Hz ), 3.45 GH.nO. 

6.79 (1H,d.J=7.3Hz), 7.16 
(1H,t. J=7.8Hz). 7.23 (1H.brs), 7.36 
(1Ks). 7.48 (1H,brd). 7.53 (1H.brs)„ 

7.64 (1H.brs). 7.68 (1H.brs). 11.42 
(1H,s) 


26-2 


Me 

Me' Ns/ ^NH 




H 


F:335, M) 6 :Z20 (6H,s). Z47-Z51 
(2Hm). 3.44-3.48 (2H,m), 6.99-7.02 
(1H.nO. 7.27-7. 43 (4H,m). 7.74 (2Hs). 
8.10 (1Hs). 11.63 (1H.s) 


26-3 


Me 

Me' Nv ^NH 


MeO^^NH 


H 


F:331. N) <5 :Z 19 (6H.s). Z44-Z51 
(2H.nO. 3.44-3.49 (2H.m). 3.76 (3H.s). 
6.53-6.56 (1H.m), 7.07-7.24 (3H.nO. 
7.39 (1H.s), 7.49-7.50 (1Hm). 7.64 
(1Hs). 7.69 (1Hs). 11.51 (1H,s) 




45 



WO 00/76980 
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an 1 («*) 



26-4 


Me 

Me' N "~^NH 




H 


F:346. M) 6 :Z19 (6Ks). 2. 49-2. 52 1 
(2H.nO. 3.51-3.56 (2H.nO, 7.38 (IKs), 
7.51-7.57 (2H,m). 7.72-7.82 (4H,m). 
9 11 (1H. 11 fift (1Rs) I 




Me 

Me' Ns/N NH 


Ac-^^NH 


H 


FN:341. ND 6 :2. 18 (6H,s), Z44-Z55 
(2H,m). Z59 (3H,s), 3.50 (2Rdd), 7.30 
(1H,brs), 7.40-7.46 (2H,m). 7.58 
(1H,d), 7.68(1Kbrs), 7. 81 (IKbrs). 

7 R9f1U rh Q on Am _\ 11 (1U c ^ I 


26-6 


Me 

Me' N ^^NH 


MeOOC^^NH 


H 


F:359. H) 6 :Z18 (6H,s), Z44-Z52 
(2H.nO. 3.51 (2H.dd), 3.86 (3H,s). 7.31 
(1H,brs), 7.40-7.47 (2H.nO. 7.56 

flU A\ 7 GR— 7 77fOU «A Q AOftM I 

lln f CU« /. Du^/. / / \ot\ ITy , o. DZUrUS;, 1 

11.67 (1H,s) 


26-7 


Me 

Me' N> ~^NH 


0 


H 


F:403. ID <5 :Z21 (6H,s). Z46-Z55 
(2Hm). 3.49 Otdd). 7.26-7.35 (2Hm). 
7.45 (1H.s), 7.53-7.58 (2Hm). 7.62- 
/ . /o von, nv , o. A) UH s; , 1 1 . /o un» I 




Me 


BnNH 


H 


F:315 , N) <5:Z10 (6H.s). Z30-Z33 
(2H,m). Z30-Z35 (2H.nO. 4.60 
(2H,d,J=6.4Hz). 6.92 (1H.s). 7.14 
(1H.s). 7.19-7.33 (5H.nO. 7.42 (1H,s). 

Q 1 Ol-Q IE MU J 

y. 1 id vin,nv j 


26-9 


Me 

Me' N "^^NH 




H 


F:329 . M) S-.Z17 (6H.s), Z42-Z47I 
(2Hm). Z83-Z86 (2H.nO. 3.40-3.45 
(2HnO. 3.56-3.61 (2H.m). 6.85 (1H.s), 
7.13 (1H.s), 7.18-7.37 (7H.ra). 8.79-1 
8.82 (1H.nO j 


26-10 


Me 

M e ' N ^^NH 


cHexNH 


H 


F-307 M) 5 -1 20-1 37 (5H.nO 1 55- 
1.68 (3H.m). 1.90-1.93 (2H,m). Z18 
(6H.s). 240 (2H.t.J=6.8Hz). 3. 34-3. 39 I 
(2H.nO. 3.82-3.88 (mm). 6.84 (1Ks). 
7. 08 (1H. s) . 7. 31 (1H, s) . 7. 37 (1H. s) , 
8.73 (1H,d,J=7.3Hz) | 
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^1 1 (tt*) 



26-11 


Me 

Me' N V^NH 




H 


F:360. M) 6 :0. 97 (3K d. J=6. 8Hz) . Z 19(6 1 
Ks). Z81-Z86(1Km), 3.35-Z 47(2Km). 

4.34(1H,t.J=4.9Hz). 7.37(1Hs). 7.53- 
7.57(2Km). 7.67-7.70(2Rm). 7.79-7.82 

(2Rm), 9.17(1Ks), 11.88(1Ks) 


26-12 


Me. 




H 


F:386, ND 6 :1.40-1.45(1Km). 1.53-1.69 
(3Km), 1.78-1. 82 (1K nil, Z16(6Ks), 2. 
77-Z79(1Km). 4.33-4. 35 (1H.m). 7.36(1 
Ks). 7.44(1Rs). 7.53-7.62(2H.m). 7.77 
-7.82C2H.cn). 7. 97(1Kd, J=7.3Hz)). 9.25 
(1Ks). 11.93(1Ks) 


26-13 


Me 

Me' Nv ^ NH 


To I NH 


O^Ph 


F:419. ND <5:Z23(6Rs). Z33(3Ks). Z 
56 (2H, t, J=6.3Hz), 3.64(2H.q. J=«.4Hz). 
6.88(1Kd.J=Z4Hz). 6.93(1Kd, J=7.3Hz). 
7.26(1H,t,J=8.3Hz). 7. 45-7. 65 (5K m) . 
7.65-7.85(3H.m). 9. 50(1H, t. J=5. 3Hz), 1 
1.76(1H.s) J 


26-14 


Me 

Me' N ^^NH 


To I NH 


CH 2 0H 


F:345. ND 8 :Z 19(6R s). Z30(3Ks). 2. 
46-Z55(2Km). 3. 53(2K q. J=6. 3Hz). 4.46 

(2H d, v«. 4Hz) . 5.24(1Kt.J=5.3Hz). 6.7 
8(1H.d.J=7.3Hz). 7.05(1Kt.J=5.4Hz). 7. 
16(1Kt.J=7.8Hz). 7.25(1H.s). 7.46-7.53 

(2Km). 7.88(1Ks). 11.35(1Ks) 


26-15 


Me 

Me' N ^^NH 


To I NH 


Me^OH 


F:359. ND 6 :1. 37(3Kd. J=6. 4Hz), Z19(6 
Ks), Z29(3Ks). Z48-Z52(2Km). 3.53 
(2Kq.J=6.4Hz). 4. 75 (1H, quint, J=6. 4Hz) , 
5.49(1H.d. J=6.3Hz). 6. 78(1H.d. J=7.8H 
z). 7.16(1H.t. J=7.8Hz), 7. 20-7. 28(2H, 
m). 7.40-7.52(2H.m). 7. 80(1H. d. J=1. 9H 
z). 11.30(1H.s) I 


26-16 


Me 


To I NH 




F:373, tf> <5:1.49(6Rs). Z20(6Rs). Z 
29(3Ks). Z50-Z55(2Km). 3.53(2Kq,**= 
6.3Hz), 5.74(1Ks). 6. 77 (1K d. J=7. 4Hz) . 
7.16(1H.t. J=7.8Hz). 7.28(1Ks). 7.42- 
7.55(3Km). 7.88(1H.t, J=4.9Hz). 7.88(1 
Ks). 11.24(1Ks) ] 
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ai i <m%) 



26-17 



Me 



Me 



NH 



TolNH 



0 



F:401. ND <5:Z21(6Hs), Z30(3H.s). Z 
45-2.55C2H.nO. 3.45-4.00(9H,nO. 4.57-4. 
63(1H,nO, 6.79(1H,d,J=7.3Hz), 7.13-7.24 
(2H.nO. 7.31-7.24(2H.nO. 7.31 (1H.s). 7. 
47-7.53(2H.nO. 7.58(1H.s), 11.37(1H,s) 



26-18 



Me 



Me 

-N^ 



NH 



TolNH 



F:429. f© 6 :1.55-1.75(4H.nO. Z19(6H, 
s). Z29(3Hs), Z 37(2H t t,J=6.8Hz). Z4 
(CH 2 ) 4 |5-Z60(2H.nO, 3. 45-3. 55(2H,nO. 3.59(3H, 
COOMe |s). 6.76(1Hd.J=7.3Hz). 7.07(1H.t, J=5.4 
Hz). 7.14(1H,t.v*=7.8Hz), 7.26(1H.s). 7 
45-7.52(2H,m), 7.56(1H.s). 11.22(1H.s) 



26-19 




TolNH 



CF, 



F:383. ND 8 : 2.17 (6H. s) . 2.32(3H. 
s). Z42-Z50 (2H.nO. 3.54 (2H.dd). 6.9 
0 (1HcD. 7.10-7.17 (1H.nO. 7.21(1H,t). 
7.46-7.63 (4H.nO. 11.62 (1H, s) 



26-20 



Me 



Me' 



""NH 



TolNH 



F:329. H) <5:Z19 (6H,s) , Z24(3H.s). 
Z29(3H.s). Z46-Z53 (2H.nO. 3.53 (2| 
Me |H.dd). 6.76 (1Kd). 7.04 (1H.t). 7.13(1 
H,t), 7.21(1H,brs). 7.44-7.52(2Km). 7. 
61(1Hbrs). 11.24 (1H,s) 



26-21 



Me 

Me ' N V^NH 
Me 



0 o N^^NH 



F:374. M) S :0.94(2H,d, J=6.4Hz), Z18(6 
H, s), Z29(3H,s). 2 90-3.00(1H.nO. Z90| 
Me |-3.10(2HnO. 6.86(1Hs). 7.37(1Hs), 7. 

53(1Ht.J=7.9Hz). 7.70-7.80(3H,m). 9.04 j 
(1H,t,**=Z0Hz). 11.69(1H.s) 



26-22 



Me 



Me' 



V NH 



TolNH 



Et 



F:343. ND 8 .1. 19(3H,t, J=7.4Hz). Z19(6 
|Hs). Z29(3H.s). Z40-Z55(4H.nO. 3.52] 
(2Hav*=6.8Hz), 6.76(1H,d.J=7.3Hz). 7.0 
8(1H,t,J=5.9Hz). 7.14(1H.t,J=7.8Hz). 7. 
25(1H.s), 7.45-7.52(2H.nO. 7.56(1H.s), 
11.22(1H.s) 



26-23 



Me 



Me 



NH 



TolNH 



nPr 



F-.357.I© <5:0.95(3H.d.J=7.3Hz). 1.67(2 
Hsex.J=7.4Hz), Z19(6H,s). Z29(3H.s). 

Z45-Z55(4H.m). 3. 52 (2H, q, J=6.4Hz), 
6.75(1H.d. J=7.8Hz). 7.08(1H.t. J=5.9Hz). 

7.13(mt. J=7.8H2). 7.24(1H.s). 7.45-| 
7.50(2H,m). 7.53(1H,s). 11. 21 (IK s) 
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3E1 1 (tt*) 



26-24 


Me 

Me' N ^NH 


TolNH 


CN 


F:340. ND 6 : 2.17 (6H. s) , Z32(3H. j 
s), 244-2.55 (2H.nO. 3.50 (2H,dd), 6.9 
2 (1H.d). 7.22 (1H.t). 7.46-7.54 (2H. 
m). 7.62(ias). 7.76(1H.brt). 7.97(1H. 
s). 11.87 (1Ks) J 


26-25 


Me 


TolNH 


COOEt 


F:387. ND 6: 1.33 (3H.t). Z20 (6H.s) 
. Z32(3H.s), 2.46-2 54 (2H.nO. 3.57 

(2Hdd). 4.29(2H.dd). 6.90 (1Kd). 7.24 
(1H.t). 7.48-7.58 (3H.m), 7. 71 (1H.br 

s). &59(1H,brt). 11.72 (1H s) | 


27-1 


Me 


PhNH 


Me 


M:189-190. ND 5:2.20 (6H.s). 2.24 (3 
H.s), 245-Z50 (2H.m), 3.52 (2Hq, J=5- 
0Hz). 6.94 (1H.t, J=5.0Hz). 7.00-7.05 (1 
H.m), 7.21 OKbrs). 7.26 (2H, t, J=10.0H 
z), 7.61 (1H.brs). 7.66 (2H, d. J=10.0H 
z). 11.28 (1Hs) I 


27-2 


Me 

Me' N ^^NH 


PhNH 


Ph 


M: 173-175. ND 5:2.18 (6H.s). 2 45-2 5 
5 (2H.m). 3.50 (2H. q. J=5. 8Hz) . 6.90 <K 
t. J=5. 3Hz) . 6.98 (1H,t.J=7.2Hz). 7.25- 
7.50 (6H.m). 7.60-7.75 (5H,m). 11.46 (1 
Hs) 


28 


Me 

Me' N ^^NH 


TolNH 


CI 


F:349. ND <5:Z18 (6H,s), Z30 (3H.s), 
Z46-Z52 (2H.nO. 3.52 (2H.dd), 6.83 
(1H,d). 7.13-7.20 (1H.m). 7.36-7.50 (4 
KnO. 7.61 (1H.brs). 11.38 (1H.s) 


29 


Me 

Me' N ^^NH 


TolNH 


F 


F:333. M) <5 :Z 18 (6H.s). Z29(3H.s). 
Z45-Z53 (2Hm). 3.52 (2H.dd). 6.79 (1 
Kd). 7.15 (1H.t). 7.29(1H.brs). 7.40- 
7.53 (3HnO. 7.88(1H.brt). 11.35 (1H.s) 


30 


Me 

Me' N — ^NH 


TolNH 


CHO 


F:343. ND <5 :Z 20(6H. s), 232(3H.s), Z I 
48-Z52(2H.in). 3.60(2H.q. J=5.8Hz). 6.93 
(1H.d,J=7.8Hz), 7.25(1H.t,J=7.8Hz), 7.5 
O-7.60(2H.m), 7.74(1H.s). 8.11(1H.s), 
8.79(1H.t, J=5.4Hz). 9.63(1H,s). 1Z03(1 
Ks) 
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»1 1 



31 


Me 


TolNH 


(CH 2 ) 2 
COOMe 


F:415, NC 5:1.23 (3H, t, J=6. 8Hz) . 2.29 
(6H.s). 2.34 (3K s). 2. 59 (2H, t, J=5. 8H 
z). 2. 75-2. 85 (4am). 3.58(2H.q.*t=5.9H 
z). 5.12(1Ks). 5.65(1H,s), 6.80(iad,J 
=7.3Hz), 7.18(1H.t,J=7.9Hz). 7.46(1H, 
s), 7.51(1H.s). 7.58(1H.d,J=7.9Hz), 10. 
84(1H, s) 


32-1 


M© 


TolNH 


(CH 2 ) 2 
COOH 


F:387, ND 8 :2 20(6H, s), 2 29(3H.s). 2 
45-2.55(2H.m). 2.60-2 76 (4am), 3.54(2 
aq.J=6.9Hz), 6.76(1H,d,J=7.3Hz), 7.14 
(1Kt, J=7.8Hz), 7.2Q-7.33(2H,m). 7.40- 
7.50(3H,ni). 11.18(1H,s) I 


32-2 


Me 

Me' Nv ~^NH 


To I NH 


COOH 


F:359. ND 6: 2.32 (3H.s). 238 (6Ks) 
. 2.77(2H,brs). 3.66 (2Kdd), 6.91 (1 
ad), 7.25 (iat), 7.50-7.60 (3am). 8. 
76-8. 82 (2a nO, 11.0-12 0 dabrs). 11.9 

2 oas) I 


33 


Me 

Me' Ns/V NH 


TolNH 


r Ph 
OH 


F:421, ND <5:Z16(6as). Z27(3as). 2 
30-Z50(2H.m). 3.40-3. 50 (2H,m), 5.78(1 
H.d,^=5.8Hz). 6.39(iad.J^.9Hz). 6.76 
dad, J=7.3Hz), 7.12-7.51(10am). 7.96 
(iad,J=20Hz), 11.31 das) 


34 


Me 

Me' N ^^NH 


TolNH 


Me 

K)H 2 


F:355, ND <5:Z12(3as), 218(6as), 2| 
30(3as), 2. 45-2 50 (2a m), 3.49(2aq.J= 
6.4Hz). 5. 35 dH,s). 5.43(ias), 6.79(1 
ad.J=7.3Hz), a87(iat. J=5.3Hz). 7.14- 
7.20(ianO. 7.33(iad.vW.9Hz). 7.50-7. 
52(2Hm>, 7.63(iad. J=1.9Hz), 11.37(ia 
s) I 


35-1 


Me 

Me' Nv ^NH 


TolNH 


Bn 


F:405, ND <5:Z14(6as). Z28(3as). 2 
44(2H,t,J=6.9Hz), 3. 48(2H. q, J=6. 3Hz), 
3. 96 (2H. s) , 6. 76(1H, d, J=7. 3Hz) . 7. 05(1 
at,J=5.4Hz), 7. 10-7. 40 (6am). 7.45-7.5 
5(3am). 11.23(ias) 


35-2 


Me 

Me' N ^NH 


TolNH 


iPr 


F:357. IC 6 :1.17(6at. J=6.8Hz). 2 19(6 
as), Z29(3as), 2 45-2. 50 (2am). 3.04 
(1H, sep. J=6.3Hz), 3.53(2H,q,J=6.9Hz), 
6.76(iad,J=7.3Hz). 7. 10-7. 16 (2am). 7. 
27(iad.J=2.5Hz). 7. 45-7. 55 (3am). 11.2 

odas) 
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Si 2 



f— 

Ex 


Structure 


Data 


36 


ToU NH 

N A_C0NH 2 

ho^ n A n A 0 

H u A 
n Me 


M:243-247, ND S:2 30(3H,s). 3.27(3H.s), 3.45(2H,q.J= 
5.0Hz). 3. 61 (2H, q, J=5. OHz) . 4.77(1H,t, J=5.0Hz). 6.85 
(1H,d.J=5.0Hz). 7.10(1H,d.J=5.0Hz). 7. 18(1H. t, J=5.0H 
z), 7.30(2H,q.J=5.0Hz), 7.52(1Ks), 7.62(1H.t. J=5.0H 
z), 9.24(1H.d,J=5.0Hz). 12.85(1H.brs) 


37 


Tol- NH 

Me nV^ 

Me' N ^N A N^0 
H Me 


F:345. ND <5 :2 16(6H. s), 2.32(3H.s). Z46(2Ht. J=6.8H 
z). 3.25(3Hs). 3. 40-3. 60 (2H, m>. 6.86(1Kd. J=7.3Hz), 
7.11(1H.d.J=4.4Hz). 7.17(mt.J=7.8Hz). 7. 37-7. 42 <2K 
nO. 7.54-7.60(1Kiri>. 9.23(1H.d. J=4 4Hz), 12 85(1H,s) 


38 


ToU NH 

Me nV^ 2 
Me' N — 

H 


F:314, ND <5:219 (6Ks), 2 44-2.49 (2H.nO, 3.41-3.45 
(2H.nO. 5.89 (1H. d. J=8. 8Hz) . 6.67-6.73 (2H.nO. 7.02 
(2H.S), 7.08-7.12 (1H.nO. 7.46 (1H,d. J=8.3Hz). 7.52 
(1H,s;, 7.75 (1H, d, J=8. 8Hz) , 11.51 (1H,s) 


39 


ToU NH 

Me nV 00 ^ 

Me' N ^N A N" N 
H 


M:179-181. ND <5:218 (6H,s). 232 (3H,s), 2.44-2.47 
(2H.nO. 3.40-3.55 (2Hm). 6.93 (1H.d). 7.23 (IHt). 
7.53-7.57 (2H.m). 7.67 (1H,brs), 8.02 (1Kbrs), a33 
(1Kbrs). 11.45 (1H.brs) 
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R 



mi 3 



a X X 

N N C 
H H 



R a NH 


R b I R a NH 


R- I 


R a NH 


R b 


Me 

Me' N V^NH 

Up 


3, 4-Me 




3. 4-Me 




3. 4-Me 


3, 4. 5-CI 




3, 4, 5-CI 




3.4. 5-CI 


3-Me 4-Br 


no 

Et 


3-Me. 4-Br 


Me 1 


3-Me. 4-Br 


3-Br 4-Me 


3-Br, 4-Me 


Me' N ^T^NH 


3-Br. 4-Me 


3-MeOOC 

\J III v-r v/ v/ | 

4-Me 


3-MeOOC, 
4-Me 


tBu 


3-Me00C, 
4-Me 


3-N0 2 , 4-Me 


3-N0 2 . 4-Me 




3-N0 2 . 4-Me 


Et 

Me' N V^NH 

Mo 

me 


3, 4-Me 


Me' N V^NH 
Et 


3, 4-Me 




3. 4-Me 


3, 4 t 5-C 1 


3. 4. 5-CI 




3. 4. 5-CI 


3-Me 4-Br 


3-Me. 4-Br 


Me 1 


3-Me. 4-Br 


3-R r 4-Me 


3-Br. 4-Me 


Me' N ^NH 


3-Br. 4-Me 


3-Me00C 

Vr III V W w f 

4-Me 


3-MeOOC. 
4-Me 


MeO 


3-Me00C. 
4-Me 


3-N0 2 , 4-Me 


3-N0 2 . 4-Me 


3-N0 2 . 4-Me 


Me' N Y^NH 
COOMe 


3, 4-Me 


ft 

Et' N V^NH 
Me 


3. 4-Me 


Et 

i 

Et' N V^NH 
Et 


3. 4-Me 


3, 4, 5-CI 


3, 4, 5-CI 


3, 4, 5-CI 


3-Me, 4-Br 


3-Me. 4-Br 


3-Me. 4-Br 


3-Br , 4-Me 


3-Br. 4-Me 


3-Br. 4-Me 


3-Me00C, 
4-Me 


3-MeOOC. 
4-Me 


3-MeOOC. 
4-Me 


3-N0 2 , 4-Me 


3-N0 2 . 4-Me 




3-N0 2 . 4-Me 




3. 4-Me 




3. 4-Me 




| 3. 4-Me 


3. 4. 5-CI 


3. 4, 5-CI 


3. 4. 5-CI 


3-Me, 4-Br 


3-Me. 4-Br 


Y"NH 


3-Me. 4-Br 


3-Br, 4-Me 


3-Br, 4-Me 


Me Me 


3-Br. 4-Me 


3-N0 2 . 4-Me 


3-N0 2 . 4-Me 




3-N0 2 . 4-Me 


Me 


3. 4-Me 


Me' N ^Me 


3. 4-Me 




1 3, 4-Me 


3, 4. 5-CI 


3. 4. 5-CI 




3. 4, 5-CI 


3-Me, 4-Br 


3-Me. 4-Br 




3-Me. 4-Br 


3-Br, 4-Me 


3-Br. 4-Me 


- Me'^Me 


3-Br. 4-Me 


3-N0 2 , 4-Me 


3-N0 2 , 4-Me 




3-N0 2 . 4-Me 




3, 4-Me 


i Me 


3. 4-Me 




3. 4-Me 


3, 4. 5-CI 


3. 4. 5-CI 




3. 4. 5-CI 


3-Me. 4-Br 




3-Me, 4-Br 




3-Me. 4-Br 


3-Br, 4-Me 


3-Br. 4-Me 


- Me' N ^Me 


3-Br. 4-Me 


3-N0 2 , 4-Me 


3-N0 2 , 4-Me 




1 3-N0 2 . 4-Me 



52 



WO 00/76980 



PCT/JPOO/03768 




53 



WO 00/76980 PCT/JP00/03768 



A 1 R 2 
D n 

N - ^ CONH 2 




R 1/ N Y 

(I) 

I i 1 

I I R4 



R 



*T LT Si *vr P T 'J — Jk 

R':-N(R 5 )R\ -g&S^LTt&lM^TJl^U^NCR^R 6 . OH. 
£3rLT4,&LWrP7'J— ;k 





&££ : frLT4,&l,WrP7'J— 

A 3 :NR\ CO. O. S. g&*£^LT*,miMg|£7;U*U>. Xf*l§^ 

R 2 . R\ R\ R 5 . R 6 RtXR 7 : m-JZllMtji^T. TKHtJglT. /\P^>. OH. NH 2 . 
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CN. -CHO, -C(=NH)-NH 2S S&g£^LT*aiM£»T;Mn>k -C(=0)-g&£ 

■**LTtfiLMS»r;i^r;k -c(=o)K3-mS£%LTt&iMS$fcT;u*jk -so 2 -S 

&&£^LTtStM£&7JMr;k -C (=0)-l^Mt Lttfil^f □? 'JHk fflgk 

ik 

A 1 R 2 
D N 

N ^CONH 2 



R 1/ ^N' 

(±Ea*a>E#ii* •t4i-€ ? *Li2iTO)*i***-r*. 

A>^ * V 
R R 4 

R 1 : -N (R S )R 6 , 

A\ A 2 : |?J|-XI*JI&oT. S&g£^LTt&lM£IR7;U*-UV. XI* 




A 3 : NR\ 

R 2 . R\ R\ R 5 . R 6 RlfR 7 : fsj— Xlim&oT. TK^T, /\0<f>. OH. NH 2 , 
CN, -CHO, -C(=NH)-NH 2 . S&S£^LTtmiM£3&7;U3n>k -C (=0)-®&& 
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£4rLT=b&LMg3ftTJMrJk -C(=0)HD-S&g£^LTt&tM5&TJU*Jk -S0 2 ~S 

g£^Lrt&i^>?o7;u*;k S&S^LTfc&i^ru— ;k W&g^u-ct&i* 
A f nj'J — ;k lt t miM£&r;Mr;u-o-s&g£*i LT t &lMg»7JU* 

;k 

D N 

N ^CONH 2 

l (I") 
H 

1 ' I 

H R 4 

D :S&«£*rLT*,&l^7"J— Jk XliE^S^Lrt^L^^nT'J— ;k 
R 1 : -N (R 5 ) R 6 N 
A 1 : $na% 

A 2 :S&*£^LTt&lM£&7,MrU>s XI* 
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4. 2- c ^v/wsyxfju) 75/] -6- (3->^;u7-U/) -4-tfu 5 K>*-* 

JUt^+J-5 h\ 6- (4-?P^E7-'J/) -2- [ (^fjbTSyxf^) 75/] -+-fcf»J 
£ K^-5-*;U^-9-5 h\ 6- (3, -2- [ (2-^/ ^JU7 5 / X^U) 
75/] -4-tf'J 5 K>*-;fr;U7tf*-9-S h\ 6- (3,4-v$PP7x.iJ/) -2- [ (2-v^^U 

7S/if;W 75/] -4-tfu 5 K>-5-*uu7tf4r-9-s h\ 6- o-^p^-^^ut-'J 

/) -2- [ (2-v*^;U75/x^l0 75/] -4-lf'J5 K>*-*JI*t«**S h\ 2- [ (2- 
is* =f-)V7 5 / X^;U) 7 5 / ] -6- (3, 4. 5- h 'J 0 P P7- 'J / ) -4-tf »J 5 K>-5-^)J^ 
*U"5 h\ 6- (3,5-^^P^-y^;i/7-';/) -2- [ (2-v/^;U75/X^;U) 75 
/] -4-tf'J 5 K>-5-*;U7t?^5 S\ 6- (.3,5-*>?n^h* Mr*>7-'J/) -2- [ (2-v 
*^;U75/X^lO 75/] -4-t°U 5 K^-S-^^^r-y-S h\ 2-[ (^W5/v 
^P'O^b) 75/] -6- (3-^^;U7-'J/) -4-e'J 5 K>-5-*;U^-9-5 h\ 2- 
[ (2-v^^;u75/^ae;u) 75/] -6- (3-^;i/7-'J/) -4-tf'J5K>5-^ 
^r-9-5 h\ 2- [ (2-v^^;U75/^;U) 75/] -6- (3-> 5^U7-'J /) -4— tf' J 5 K 
>-5-*JU7t^-9-5 h\ 2-[[ (2-^*5^7 5 /-3-«/^;U) ?^;U] 75/] -fr- (3-^/U 
7-U/) -4-t?U5 K>-5-*;U7t^-tf5 h\ &- [ (2-i?>^;U75/X^;U) 75/] -3- 
(3-* TJVT- 'J/) t°^v?>-2-*;U7t?^r-y-5 h\ 6-i7PP-&-[ (^y/fJl/75/If 

75/] -3- (3-*^;u7-u/) t° =y v >-2-/d ; u^-c^-y- 5 h\ e-*>7/-5- [ (2-i» 

^;U75/X^U) 75/] -3- O-^^JVT— »J/) e^i?>-2-*;U^-tl-5 h\ &- 
[ (2-^^;u75/x^;u) 75/] -3- (3-^ h^>*;u^;u7-'J / ) t7V^ 
±i;U^-y-5 h\ &- [ (2-S?^;U7 5 / X^JU) 75/] -3- (3-— hP7— 'J/) t°7^ 
>-2-*;U7t?^r-b-5 h\ 5- [ (2-^/^;U7 5/X^;U) 75/] -3- (3-/ ^U7- U / ) - 
6-^^L-e^i?>-2-*;U7t?^-9-5 h\ 5- [ (2-v*^;U75/X^;U) 75/] -3- (3-/ 

^;u7-U/) -6-x5 1 ;ut° : 5iJ>-2-*i;ix7K^r-9-5 Kxi*^*vt.a>^o 
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